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In the Claims: 

This listing of claims will replace all prior versions and listings of the claims in this 
application. 

Listing of Claims 

1 . (Currently Amended) A method of introducing at least one functional exogenous human 
cytochrome P450 into a non-human cell e e ll(s) wh ose- own having inactive endogenous 
cytochrome P450s have been r e nder e d inactive , the method comprising introducing DNA 
encoding said at least one exogenous human cytochrome P450 such that said to provide at least 
one functional human cytochrome P450 whereas the r e mains functiona l whe r e the cell's own 
endogenous cytochrome P450s are inactive, 

2. (Currently Amended) The [[A]] method according to claim 1 wherein an endogenous 
cytochrome P450 reductase (CPR) gene is deleted from the genome of the non-human cell fee 
non hu man cell's own endogenous F450s are r e nd e red inactive by deletion of th e e n do genou s 
CPR gene and wh e r e wherein the function of the at least one introduced exogenous human 
cytochrome P450 is maintained ekhef by modifying the exogenous human cytochrome P450 to k 
b eing in modified form such that it can function independently of any a separate CPR p*e*em 
moiety or by introducing into the non-human cell a DNA encoding a CPR gene to provide an 
exogenous CPR moiety to interact with the exogenous human cytochrome P450 s uch that ■ said - at 
least one intro dueed human F 1 50 can - function in the non-human animal cell( s- ) . 

3 . (Currently Amended) The [[A]] method according to either preceding claim 1 wherein the 
non-human e cll(s) is /a r c cell is derived from a monkey, dog, cat, rabbit, hamster, rat, or mouse. 

4 (Currently Amended) The [[A]] method according to claim 3 wherein the non-human 
e oll(s) is/are cell is derived from a mouse. 

5. (Currently Amended) The [[A]] method according to a ny - pr e c e din g claim 1 wherein a 
plurality of DNA sequences encoding different human cytochrome P540s are introduced into the 
non-human cclt(s) cell . 
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6. (Currently Amended) The [[A]] method according to anypre eefeg claim I wherein the 
human cytochrome P450 is selected from the group comprising 3A4 ? 2D6, 2C9, 1 A2, 2C19 and 
2C8. 

7. (Currently Amended) The [[A]] method according to any prec e ding claim I wherein 
enzvmaticallv active human cytochrome P450 enzymes are expressed through expression of 
expression of the human cytochrom e P450 as either, part of a fusion protein comprising a 
cytochrome P450 moiety [[-]] and a cytochrome P450 reductase fusion protein or co-expression 
of the a separate human cytochrome P450 moiety and with a separate cytochrome P450 reductase 
protein , results in snzymatically active human P 150 enzymes. 

8. (Currently Amended) The [[A]] method according to any pr e c e ding claim 7 wherein 
expression of the human cytochrome P450 as eit h er, p art o f a -G yto cliro m eP4 50"C>tochrom e P45Q 
re ductase fusion protein or co expr es sion of th e h um an cytochrome P450 with a -sc para tc 
cytochrome P450 reductase are is driven by a gene promoter. 

9. (Currently Amended) The [[A]] method according to claim 8 [[7]] wherein the promoter 
is CMV, [[or]] a tissue-specific rat albumin promoter or CYP1 Al , 

10. (Currently Amended) The [[A]] method according to any one of claims 6 to 9 claim 7 
wherein expression of the fusion protein or co-expression of the separate human cytochrome 
P450 moiety and the P450 reductase protein fusion-proteins is/are is constitutive or conditional. 

I L (Currently Amended) The [[A]] method according to any - o ^e teims 6 to 10 claim 7 
wherein the fusion protein or co-expression of the separate human cytochrome P45Q moiety and 
the P450 reductase protein fusi on proteins is/arc is targeted to a specific cellular component 
where non-human animal P540s are not expressed. 

1 2. (Currently Amended) The [[A]] method according to ae y preceding claim JT wherein an 
intracellular targeting sequence is added to the fusion protein or co-expressed with the separate 
human cytochrome P450 moiety and the P450 reductase protein fti s ion proteins . 
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13. (Currently Amended) The [[A]] method according to any-pr eeedkag claim I further 
including the step of introducing into a non-human cell at least one further DNA sequence 
encoding a human protein/enzym e protein involved in xenobiotic metabolism other than a 
cytochrome P450 that is involved in xenobiotic metabolism . 

14. (Currently Amended) The [[A]] method according to claim 13 wherein the at least one 
further DNA sequence encoding [[a]] the human protein encodes a drug transporter protein. 

15. (Currently Amended) The [[A]] method according to claim 14 wherein the DNA 
sequence encoding [[a]] the human protein encodes Mdr, 

16. (Currently Amended) A method of assessing human cytochrome ?450-mediated 
metabolism, comprising using tJse-of a transgenic animal, tissues and/or or cells produc e d by the 
met hod - according to any- preceding claim that have beea- niodifi ed to contain and expr e ss 
comprising a DNA encoding at least one human P450 and/or another protein involved in 
metabolism s o as t o i nvestigate human P45Q-mediatcd metabolism in s aid a tran s g e m e- animal, 
fes uos - and/or c e lls d e rived therefrom . 

17. (Currently Amended) [[Use]] The method according to claim 16 wherein results of the 
assessment of human cytochrome P450-mediated metabolism correlates to assessment of in 
investigation disease states selected from the group comprising consisting of choleastasis, 
artherogenesis, hormonal imbalances, neurological disorders, degenerative diseases, skin 
conditions, cardiovascular disease, cancer and glaucoma and any other disease in which P450s 
play a role. 

1 8. (Currently Amended) tfee A method of using human cells introduced into an immune- 
deprived reductase null animal so as to investigate contribution of said human cells in P450- 
mediated product metabolism and/or toxicity and/or drug candidate screening. 

1 9. (Currently Amended) [[A]] The method according to claim 1 8 wherein said human cells 
are hepatocyles. 
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20. (Original) A CYP3A4/CPR transgenic HRN™ mouse. 



21. (Original) Use of a mouse according to claim 20 in pre-clinica! and toxicity studies 



